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Supplementary Table 1. Details of the Literature Search Strategy.
[bookmark: _1728802408](1) PubMed (August 4, 2024)
	Search
	Query
	Results

	1
	(("Colorectal Neoplasms"[Mesh]) OR ("Colonic Neoplasms"[Mesh])) OR ("Rectal Neoplasms"[Mesh])
	247,928

	2
	(((Colorectal Neoplasm*[Title/Abstract]) OR (Colorectal Tumor*[Title/Abstract])) OR (Colorectal Cancer*[Title/Abstract])) OR (Colorectal Carcinoma*[Title/Abstract])
	161,903

	3
	((((Colonic Neoplasm*[Title/Abstract]) OR (Colon Neoplasm*[Title/Abstract])) OR (Colon Cancer*[Title/Abstract])) OR (Colonic Cancer*[Title/Abstract])) OR (Colon Adenocarcinoma*[Title/Abstract])
	73,556

	4
	((((Rectal Neoplasm*[Title/Abstract]) OR (Rectum Neoplasm*[Title/Abstract])) OR (Rectal Tumor*[Title/Abstract])) OR (Rectal Cancer*[Title/Abstract])) OR (Rectum Cancer*[Title/Abstract])
	36,589

	5
	"Bevacizumab"[Mesh] 
	14,971

	6
	(((((Bevacizumab[Title/Abstract]) OR (Mvasi[Title/Abstract])) OR (Bevacizumab-awwb[Title/Abstract])) OR (Bevacizumab awwb[Title/Abstract])) OR (Avastin[Title/Abstract])) OR (BEV[Title/Abstract]) 
	22,683

	7
	("Bevacizumab"[Mesh]) OR ((((((Bevacizumab[Title/Abstract]) OR (Mvasi[Title/Abstract])) OR (Bevacizumab-awwb[Title/Abstract])) OR (Bevacizumab awwb[Title/Abstract])) OR (Avastin[Title/Abstract])) OR (BEV[Title/Abstract])) 
	25,124

	8
	"trifluridine tipiracil drug combination" [Supplementary Concept] 
	234

	9
	 (((((((((((((((((((((trifluridine tipiracil drug combination[Title/Abstract]) OR (TAS-102[Title/Abstract])) OR (TAS102[Title/Abstract])) OR (TAS 102[Title/Abstract])) OR (Trifluridine/tipiracil[Title/Abstract])) OR (Tipiracil-hydrochloride/trifluridine[Title/Abstract])) OR (Trifluridine/tipiracil hydrochloride[Title/Abstract])) OR (tipiracil hydrochloride plus trifluridine[Title/Abstract])) OR (trifluridine plus tipiracil[Title/Abstract])) OR (trifluridine plus tipiracil hydrochloride[Title/Abstract])) OR (tipiracil plus trifluridine[Title/Abstract])) OR (trifluridine – tipiracil[Title/Abstract])) OR (trifluridine-tipiracil[Title/Abstract])) OR (FTD/TPI[Title/Abstract])) OR (FTD-TPI[Title/Abstract])) OR (FTD – TPI[Title/Abstract])) OR (FTD + TPI[Title/Abstract])) OR (FTD+TPI[Title/Abstract])) OR (Lonsurf[Title/Abstract])) OR (S 95005[Title/Abstract])) OR (T15, T20[Title/Abstract])) OR (T15/T20[Title/Abstract])
	666

	10
	 (((((((((((((((((((((((trifluridine tipiracil drug combination[Title/Abstract]) OR (TAS-102[Title/Abstract])) OR (TAS102[Title/Abstract])) OR (TAS 102[Title/Abstract])) OR (Trifluridine/tipiracil[Title/Abstract])) OR (Tipiracil-hydrochloride/trifluridine[Title/Abstract])) OR (Trifluridine/tipiracil hydrochloride[Title/Abstract])) OR (tipiracil hydrochloride plus trifluridine[Title/Abstract])) OR (trifluridine plus tipiracil[Title/Abstract])) OR (trifluridine plus tipiracil hydrochloride[Title/Abstract])) OR (tipiracil plus trifluridine[Title/Abstract])) OR (trifluridine – tipiracil[Title/Abstract])) OR (trifluridine-tipiracil[Title/Abstract])) OR (FTD/TPI[Title/Abstract])) OR (FTD-TPI[Title/Abstract])) OR (FTD – TPI[Title/Abstract])) OR (FTD + TPI[Title/Abstract])) OR (FTD+TPI[Title/Abstract])) OR (Lonsurf[Title/Abstract])) OR (S 95005[Title/Abstract])) OR (T15, T20[Title/Abstract])) OR (T15/T20[Title/Abstract])) OR ((tipiracil[Title/Abstract]) AND (trifluridine[Title/Abstract]))) OR ("trifluridine tipiracil drug combination" [Supplementary Concept])
	685

	11
	((((((("Colorectal Neoplasms"[Mesh]) OR ("Colonic Neoplasms"[Mesh])) OR ("Rectal Neoplasms"[Mesh])) OR ((((Colorectal Neoplasm*[Title/Abstract]) OR (Colorectal Tumor*[Title/Abstract])) OR (Colorectal Cancer*[Title/Abstract])) OR (Colorectal Carcinoma*[Title/Abstract]))) OR (((((Colonic Neoplasm*[Title/Abstract]) OR (Colon Neoplasm*[Title/Abstract])) OR (Colon Cancer*[Title/Abstract])) OR (Colonic Cancer*[Title/Abstract])) OR (Colon Adenocarcinoma*[Title/Abstract]))) OR (((((Rectal Neoplasm*[Title/Abstract]) OR (Rectum Neoplasm*[Title/Abstract])) OR (Rectal Tumor*[Title/Abstract])) OR (Rectal Cancer*[Title/Abstract])) OR (Rectum Cancer*[Title/Abstract]))) AND ((((((((((((((((((((((((trifluridine tipiracil drug combination[Title/Abstract]) OR (TAS-102[Title/Abstract])) OR (TAS102[Title/Abstract])) OR (TAS 102[Title/Abstract])) OR (Trifluridine/tipiracil[Title/Abstract])) OR (Tipiracil-hydrochloride/trifluridine[Title/Abstract])) OR (Trifluridine/tipiracil hydrochloride[Title/Abstract])) OR (tipiracil hydrochloride plus trifluridine[Title/Abstract])) OR (trifluridine plus tipiracil[Title/Abstract])) OR (trifluridine plus tipiracil hydrochloride[Title/Abstract])) OR (tipiracil plus trifluridine[Title/Abstract])) OR (trifluridine – tipiracil[Title/Abstract])) OR (trifluridine-tipiracil[Title/Abstract])) OR (FTD/TPI[Title/Abstract])) OR (FTD-TPI[Title/Abstract])) OR (FTD – TPI[Title/Abstract])) OR (FTD + TPI[Title/Abstract])) OR (FTD+TPI[Title/Abstract])) OR (Lonsurf[Title/Abstract])) OR (S 95005[Title/Abstract])) OR (T15, T20[Title/Abstract])) OR (T15/T20[Title/Abstract])) OR ((tipiracil[Title/Abstract]) AND (trifluridine[Title/Abstract]))) OR ("trifluridine tipiracil drug combination" [Supplementary Concept]))) AND (("Bevacizumab"[Mesh]) OR ((((((Bevacizumab[Title/Abstract]) OR (Mvasi[Title/Abstract])) OR (Bevacizumab-awwb[Title/Abstract])) OR (Bevacizumab awwb[Title/Abstract])) OR (Avastin[Title/Abstract])) OR (BEV[Title/Abstract])))
	126



(2) Cochrane Library (August 4, 2024)
	Search 
	Query
	Results

	#1
	MeSH descriptor: [Colorectal Neoplasms] explode all trees
	12,790

	#2
	MeSH descriptor: [Colonic Neoplasms] explode all trees
	2,576

	#3
	MeSH descriptor: [Rectal Neoplasms] explode all trees
	2,889

	#4
	#1 OR #2 OR #3
	12,790

	#5
	(Colorectal Neoplasm*):ti,ab,kw OR (Colorectal Tumor*):ti,ab,kw OR (Colorectal Cancer*):ti,ab,kw OR (Colorectal Carcinoma*):ti,ab,kw (Word variations have been searched)
	21,021

	#6
	(Colonic Neoplasm*):ti,ab,kw OR (Colon Neoplasm*):ti,ab,kw OR (Colon Cancer*):ti,ab,kw OR (Colonic Cancer*):ti,ab,kw OR (Colon Adenocarcinoma*):ti,ab,kw (Word variations have been searched)
	9,428

	#7
	(Rectal Neoplasm*):ti,ab,kw OR (Rectum Neoplasm*):ti,ab,kw OR (Rectal Tumor*):ti,ab,kw OR (Rectal Cancer*):ti,ab,kw OR (Rectum Cancer*):ti,ab,kw (Word variations have been searched)
	9,284

	#8
	#4 OR #5 OR #6 OR #7
	31,124

	#9
	MeSH descriptor: [Bevacizumab] explode all trees
	3,065

	#10
	(Bevacizumab):ti,ab,kw OR (Avastin):ti,ab,kw OR (BEV):ti,ab,kw
	8,067

	#11
	#9 OR #10
	8067

	#12
	(trifluridine tipiracil drug combination):ti,ab,kw OR (TAS-102):ti,ab,kw OR (TAS102):ti,ab,kw OR (TAS 102):ti,ab,kw OR (tipiracil hydrochloride plus trifluridine):ti,ab,kw
	290

	#13
	(trifluridine plus tipiracil):ti,ab,kw OR (trifluridine plus tipiracil hydrochloride):ti,ab,kw OR (tipiracil plus trifluridine):ti,ab,kw OR (FTD-TPI):ti,ab,kw OR (FTD – TPI):ti,ab,kw
	180

	#14
	(Lonsurf):ti,ab,kw OR (S 95005):ti,ab,kw
	42

	#15
	(trifluridine):ti,ab,kw AND (tipiracil):ti,ab,kw
	300

	#16
	#12 OR #13 OR #14 OR #15
	411

	#17
	#8 AND #11 AND #16
	121



(3) Embase (August 4, 2024)
	Search
	Query
	Items found

	#1
	'colorectal tumor'/exp OR 'colon tumor'/exp OR 'rectum tumor'/exp
	500,965

	#2
	'colorectal neoplasm*':ab,ti OR 'colorectal tumor*':ab,ti OR 'colorectal cancer*':ab,ti OR 'colorectal carcinoma*':ab,ti
	234,313

	#3
	'colonic neoplasm*':ab,ti OR 'colon neoplasm*':ab,ti OR 'colon cancer*':ab,ti OR 'colonic cancer*':ab,ti OR 'colon adenocarcinoma*':ab,ti
	97,876

	#4
	'rectal neoplasm*':ab,ti OR 'rectum neoplasm*':ab,ti OR 'rectal tumor*':ab,ti OR 'rectal cancer*':ab,ti OR 'rectum cancer*':ab,ti
	52,730

	#5
	#1 OR #2 OR #3 OR #4
	533,432

	#6
	'bevacizumab'/exp
	79,032

	#7
	bevacizumab:ab,ti OR avastin:ab,ti OR bev:ab,ti
	40,231

	#8
	#6 OR #7
	82,213

	#9
	'tipiracil plus trifluridine'/exp
	1,613

	#10
	'tipiracil plus trifluridine':ab,ti OR 'trifluridine tipiracil drug combination':ab,ti OR tas102:ab,ti OR 'tas 102':ab,ti OR 'trifluridine/tipiracil':ab,ti OR 'tipiracil-hydrochloride/trifluridine':ab,ti OR 'trifluridine/tipiracil hydrochloride':ab,ti OR 'tipiracil hydrochloride plus trifluridine':ab,ti OR 'trifluridine plus tipiracil':ab,ti OR 'trifluridine plus tipiracil hydrochloride':ab,ti OR 'trifluridine – tipiracil':ab,ti OR 'trifluridine tipiracil':ab,ti OR 'ftd / tpi':ab,ti OR 'ftd tpi':ab,ti OR 'ftd – tpi':ab,ti OR 'ftd + tpi':ab,ti OR ftd+tpi:ab,ti OR lonsurf:ab,ti OR 's 95005':ab,ti OR 't15, t20':ab,ti OR 't15 / t20':ab,ti
	1,388

	#11
	#9 OR #10
	1,892

	#12
	#5 AND #8 AND #11
	656



(4) Wanfang (August 4, 2024)
	Search
	Query
	Items found

	#1
	主题:((结直肠肿瘤) OR (结直肠癌) OR (大肠肿瘤)) and 主题:((TAS\-102) OR (TAS 102) OR (曲氟尿苷替匹嘧啶) OR (FTD\-TPI)) and 主题:((贝伐珠单抗))
	5





Supplementary Table 2. Detailed Characteristic of 9 Eligible Studies.
	Author, year
	Center
	Therapy line (T+B/T)
	Treatment dose
	Inclusion and exclusion criteria
	Outcome definitions and criteria
	AE assessment criteria and methods

	
	
	
	Combination group (T+B) 
	Monotherapy group (T)
	Delay/reduction/withdrawal strategy
	
	OS
	PFS
	ORR
	DCR
	Criteria and methods
	

	Prager, 2023
	Multiple
	1L (11/15)
2L (229/224)
≥3L (6/7)
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	The 28-day treatment cycle continued until disease progression or unacceptable toxic effects occurred or consent was withdrawn. Patients were considered to be receiving treatment for as long as they continued to receive TAS-102 and bevacizumab monotherapy was not allowed.
	Inclusion: 1) patients with histologically confirmed, unresectable CRC; 2) patients received no more than 2 previous chemotherapy regimens for the treatment of advanced CRC; 3) patients had progressive disease or if their last regimen had caused unacceptable AEs; 4) previous treatment must have included a fluoropyrimidine, irinotecan, oxaliplatin, an anti-VEGF monoclonal antibody (not necessarily bevacizumab), or an anti-EGFR monoclonal antibody (for patients with RAS wild-type disease), and the treatment could have included neoadjuvant or adjuvant chemotherapy if disease had recurred during treatment or within 6 months after the last administration of neoadjuvant or adjuvant therapy; 5) eligibility required knowledge of RAS status; 6) be 18 years of age or older; 7) have adequate organ function; 8) ECOG 0 or 1.
	The time from randomization to death from any cause.
	The time from study treatment initiation to disease progression or death from any cause.
	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 5.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	
	
	
	
	
	Method: Tumor imaging was performed at baseline and every 2 cycles until progression was observed on imaging.
Patients were contacted to assess vital status every 8 weeks during follow-up until death occurred or until the end of the trial.
	Method: AEs and laboratory abnormalities were collected regularly throughout the treatment period and for 30 days after.

	Pfeiffer, 2020
	Multiple (4 centers in Denmark)
	≤2L (21/20)
3L (12/13)
4L (8/8)
≥5L (5/6)
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	If dose reduction was needed during treatment because of toxicity, the dose of TAS-102 was reduced in increments of 5 mg/m². If patients had unacceptable toxicities related to bevacizumab, treatment with TAS-102 monotherapy could be continued according to protocol without bevacizumab. Dose reduction of bevacizumab was not recommended. In the case of treatment delay of TAS-102, bevacizumab administration could be delayed as well.
	Inclusion: 1) patients were aged 18 years or older with histopathologically confirmed CRC; 2) had unresectable mCRC; 3) WHO performance status of 0 or 1; 4) had a life expectancy of at least 3 months; 5) were refractory or intolerant to fluoropyrimidine, irinotecan, oxaliplatin, cetuximab, or panitumumab (only for RAS wild-type). Previous treatment with bevacizumab, aflibercept, ramucirumab, or regorafenib was allowed but not required for inclusion because treatment with first-line bevacizumab is not mandatory according to Danish guidelines, and second-line aflibercept or ramucirumab and refractory regorafenib treatment is not approved for standard therapy in Denmark; 6) liver and renal function had to be within normal ranges and bilirubin no higher than 1.5 times the upper limit of normal, glomerular filtration rate above 50 mL/min, neutrophil cell count of at least 1.5×10⁹ cells/L, and a platelet count of at least 100×10⁹ /L.
	The time from randomization to the death due to any cause or censored at cutoff date.
	The time from randomization to the first date of radiological or clinical progression, time of death, or censored on cutoff date.
	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	Exclusion: 1) evidence of CNS metastasis; 2) any other condition or therapy that, in the investigators opinion, might pose a risk to the patient or interfere with the study objectives; 3) known allergy or intolerance to trifluridine, tipiracil, or bevacizumab.
	
	
	
	
	Method: Response was determined by the local investigator at least 8 weeks after randomisation. CT scans and clinical evaluations were done 4 and 8 weeks after starting treatment and then every 8 weeks until progression.
	Method: Nadir haematology was measured on day 14 of each cycle.

	Chida, 2021
	Single
	NR
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	NR
	Inclusion: 1) histologically confirmed CRC; 2) no prior treatment with TAS-102 and regorafenib; 3) refractory or intolerant to standard chemotherapies (including fluoropyrimidine, irinotecan, oxaliplatin, and anti-EGFR antibody for KRAS/NRAS wild-type tumors); 4) ECOG PS of 0-2; 5) adequate organ function.
	The time from study treatment initiation to death from any cause.
	The time from study treatment initiation to disease progression or death from any cause.

	Proportion of patients with the best overall CR or PR lasting >6 weeks from study treatment initiation.
	Proportion of patients with the best overall CR or PR or SD lasting >6 weeks from study treatment initiation.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	
	
	
	
	
	Method: NR
	Method: NR.

	Fujii, 2020
	Single
	NR
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	When suffered severe AEs, TAS-102 was reduced by 10mg/day when necessary on a course basis, particularly grade3-4 neutropenia, and no dose escalation was performed, even if the AEs disappeared. 
Treatment was delayed when one or more of the following adverse events occurred: grade 3-4 neutropenia or thrombocytopenia, febrile neutropenia, total bilirubin >3.0 mg/dL, AST and ALT >150 U/L, creatinine >1.5 mg/dL, and grade 3-4 nonhematological toxicity. 
Treatment was restarted after recovery from the severe AEs by reducing the dose of TAS-102 by 10mg/day.
	Inclusion: 1) mCRC patients refractory to fluoropyrimidine, irinotecan, oxaliplatin, anti-VEGF therapy, and anti-EGFR therapy (for KRAS wild-type tumor). 
	The time from study treatment initiation to death from any cause.
	NR

	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	Exclusion: 1) reduction of the initial dose of TAS-102 because of ECOG >=2; 2) discontinuation without image evaluation.
	
	
	
	
	Method: Based on patients’ CT scans.
	Method: NR.

	Kotani, 2019
	Single
	1L (4/2)
2L (29/33)
3L (15/16)
≥4L (12/15)
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	NR.
	Inclusion: 1) histologically confirmed CRC; 2) no prior treatment with regorafenib; 3) refractory or intolerant to fluoropyrimidine, oxaliplatin, and irinotecan, regardless of angiogenesis inhibitors or anti-EGFR antibody (if RAS wild-type); 4) ECOG PS 0 to 2; 5) adequate organ function.
	The time from study treatment initiation to death from any cause.
	The time from study treatment initiation to disease progression or death from any cause.

	Proportion of patients with the best overall CR or PR lasting >6 weeks from study treatment initiation.
	Proportion of patients with the best overall CR or PR or SD lasting >6 weeks from study treatment initiation.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	
	
	
	
	
	Method: NR.
	Method: NR.

	Nie, 2023
	Single
	3L (25/2)
≥4L (29/4)
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	Treatment was discontinued in the patients who were evaluated as PD or developed intolerable toxicities.
	Inclusion: 1) histopathologically and radiographically confirmed mCRC; 2) progressed from at least 2 lines of standard treatment (including fluorouracil, oxaliplatin, irinotecan, bevacizumab and cetuximab); 3) presence of at least 1 measurable lesion.
	The time from treatment initiation to death or end of follow-up.
	The time from study treatment initiation to disease progression or death from any cause
	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	Exclusion: 1) the patients who could not be assessed for clinical efficacy due to receiving less than 2 cycles of TAS-102 treatment; 2) patients with missing follow-up data.
	
	
	
	
	Method: Based on imaging examination, which was routinely performed after every 2 cycles of TAS-102 therapy.
	Method: NR.

	Shibutani, 2020
	Single
	NR
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102 treatment was continued until progression or unacceptable toxicity.
	Inclusion: 1) patients with mCRC; 2) all patients had received at least 2 previous chemotherapeutic regimens.
	NR.
	The time from TAS-102 treatment initiation to disease progression or death from any cause
	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	Exclusion: 1) patients treated with an anti-angiogenic inhibitor other than bevacizumab, such as ramucirumab and aflibercept, in front-line treatment.
	
	
	
	
	Method: Tumor measurements were taken within 1 month before the initiation of TAS-102. Response evaluation by CT were performed every 8-10 weeks.
	Method: NR.

	Nose, 2020
	Single
	NR
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	In patients who had AEs related to TAS-102, the dose of TAS-102 could be reduced by 10mg/m2 per day as judged necessary on a course until reaching a minimum dose of 40mg/m2 per day. And no reduced dose of BEV was set up for this study. In the event of dose interruption for toxicity, a maximum of 28 days was allowed for the resolution of toxic effects before the patients were withdrawn from the study.
We defined a dose-limiting toxicity as a grade≥3 non-hematological toxicity excluding controllable nausea, vomiting, hypertension, and transient electrolyte abnormalities; grade 4 neutropenia; grade≥3 febrile neutropenia; grade 4 thrombocytopenia; or unresolved toxicities causing longer than a 2-week delay of initiation of the next cycle.
	Inclusion: 1) patients aged 20 years or older; 2) histologically or cytologically confirmed CRC; 3) mCRC patients who had a treatment history of 1 or 2 regimens of standard chemotherapy.
	The time from study treatment initiation to death and safety with TAS-102.
	The time from study treatment initiation to disease progression or death from any cause.
	NR
	NR
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 4.0. 

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	
	
	
	
	
	Method: Enhanced CT was done every 8 weeks after treatment was continued.
	Method: AEs were assessed every 2 weeks. All patients were examined and had a blood test every 2 weeks. Enhanced CT was done every 8 weeks after treatment initiation.

	Yoshida, 2023
	Multiple (9 institutions in Japan)
	NR
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	TAS-102:
35mg/m2 bid d1-d5, d8-d12 q28d
	This treatment cycle was repeated every 4 weeks until tumor progression or unacceptable toxicity occurred or at the patient’s request. Dose reduction and treatment discontinuation were performed due to toxicity, disease progression, or based on the physician's decisions.
	Inclusion: 1) patients aged 20 years or older; 2) diagnosed with mCRC; 3) previous anticancer drugs included CPT-11, L-OHP, VEGF, EGFR, and regorafenib.
	The time from study treatment initiation to death from any cause
	The time from study treatment initiation to the first objective evidence of PD or death from any cause.
	Proportion of patients with the best overall CR or PR.
	Proportion of patients with the best overall CR or PR or SD.
	Criteria: RECIST version 1.1.
	Criteria: NCI-CTCAE version 5.0.

	
	
	
	Bevacizumab:
5mg/kg q2w
	
	
	
	
	
	
	
	Method: Tumor response was assessed by CT.
	Method: NR


Abbreviation: CR, complete response; PR, partial response; SD, stable disease; PD, progress disease; RECIST, Response Evaluation Criteria in Solid Tumors; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; NR, not reported; EGFR, epidermal growth factor receptor; AST, aspartate transaminase; ALT, alanine transaminase; CT, computed tomography; VEGF, vascular endothelial growth factor; CRC, colorectal cancer; mCRC, metastatic colorectal cancer; AE, adverse effect; ECOG, Eastern Cooperative Oncology Group; CNS, central nervous system; T, TAS-102; B, bevacizumab; L, line; OS, overall survival; PFS, progress-free survival; ORR, objective response rate; DCR, disease control rate; CPT-11, irinotecan; L-OHP, oxaliplatin.


[bookmark: _Hlk205835369]Supplementary Table 3. All Grades Adverse Effects
	Author, year
	Combination group
	Monotherapy group
	RR (95% CI)

	
	Events
	Total
	Events
	Total
	

	Neutropenia
	
	
	
	
	

	Kotani, 2019
	41
	60
	47
	66
	0.96 (0.76, 1.21)

	Nie, 2023
	42
	54
	4
	6
	1.17 (0.65, 2.09)

	Prager, 2023
	153
	246
	126
	246
	1.21 (1.04, 1.42)

	Shibutani, 2020
	24
	36
	18
	26
	0.96 (0.68, 1.36)

	Nose, 2020
	20
	32
	8
	24
	1.88 (1.00, 3.51)

	Pfeiffer, 2020
	39
	46
	31
	47
	1.29 (1.01, 1.63)

	Total
	319
	474
	234
	415
	1.15 (1.00, 1.32)

	Leucopenia
	
	
	
	
	

	Kotani, 2019
	49
	60
	47
	66
	1.15 (0.94, 1.39)

	Nie, 2023
	44
	54
	5
	6
	0.98 (0.67, 1.43)

	Total
	93
	114
	52
	72
	1.11 (0.93, 1.32)

	Anemia
	
	
	
	
	

	Kotani, 2019
	52
	60
	60
	66
	0.95 (0.84, 1.08)

	Nie, 2023
	33
	54
	4
	6
	0.92 (0.50, 1.68)

	Prager, 2023
	71
	246
	78
	246
	0.91 (0.70, 1.19)

	Shibutani, 2020
	18
	36
	14
	26
	0.93 (0.57, 1.51)

	Nose, 2020
	0
	32
	1
	24
	0.25 (0.01, 5.94)

	Pfeiffer, 2020
	31
	46
	34
	47
	0.93 (0.71, 1.22)

	Total
	205
	474
	191
	415
	0.94 (0.85, 1.04)

	Thrombocytopenia
	
	
	
	
	

	Kotani, 2019
	26
	60
	24
	66
	1.19 (0.77, 1.83)

	Prager, 2023
	42
	246
	28
	246
	1.50 (0.96, 2.34)

	Shibutani, 2020
	8
	36
	6
	26
	0.96 (0.38, 2.44)

	Nose, 2020
	5
	32
	0
	24
	8.33 (0.48, 143.78)

	Pfeiffer, 2020
	18
	46
	8
	47
	2.30 (1.11, 4.76)

	Total
	99
	420
	66
	409
	1.43 (1.06, 1.94)

	Elevated bilirubin
	
	
	
	
	

	Nie, 2023
	12
	54
	1
	6
	1.33 (0.21, 8.54)

	Nose, 2020
	2
	32
	3
	24
	0.50 (0.09, 2.76)

	Total
	14
	86
	4
	30
	0.78 (0.22, 2.76)

	Proteinuria
	
	
	
	
	

	Kotani, 2019
	25
	60
	9
	66
	3.06 (1.55, 6.01)

	Nie, 2023
	16
	54
	0
	6
	4.20 (0.28, 62.58)

	Nose, 2020
	3
	32
	0
	24
	5.30 (0.29, 98.06)

	Total
	44
	146
	9
	96
	3.19 (1.68, 6.06)

	Hypertension
	
	
	
	
	

	Kotani, 2019
	23
	60
	11
	66
	2.30 (1.23, 4.31)

	Nie, 2023
	10
	54
	0
	6
	2.67 (0.18, 40.81)

	Prager, 2023
	25
	246
	5
	246
	5.00 (1.95, 12.85)

	Total
	58
	360
	16
	318
	2.91 (1.74, 4.86)

	Fatigue
	
	
	
	
	

	Kotani, 2019
	30
	60
	25
	66
	1.32 (0.89, 1.97)

	Nie, 2023
	31
	54
	4
	6
	0.86 (0.47, 1.59)

	Prager, 2023
	53
	246
	40
	246
	1.33 (0.91, 1.92)

	Shibutani, 2020
	16
	36
	11
	26
	1.05 (0.59, 1.87)

	Nose, 2020
	6
	32
	5
	24
	0.90 (0.31, 2.60)

	Pfeiffer, 2020
	39
	46
	40
	47
	1.00 (0.84, 1.18)

	Total
	175
	474
	125
	415
	1.06 (0.93, 1.22)

	Decreased appetite
	
	
	
	
	

	Prager, 2023
	50
	246
	38
	246
	1.32 (0.90, 1.93)

	Nose, 2020
	4
	32
	5
	24
	0.60 (0.18, 2.00)

	Total
	54
	278
	43
	270
	1.10 (0.58, 2.10)

	Nausea
	
	
	
	
	

	Kotani, 2019
	10
	60
	15
	66
	0.73 (0.36, 1.51)

	Prager, 2023
	91
	246
	67
	246
	1.36 (1.05, 1.76)

	Shibutani, 2020
	10
	36
	11
	26
	0.66 (0.33, 1.31)

	Nose, 2020
	1
	32
	2
	24
	0.38 (0.04, 3.90)

	Pfeiffer, 2020
	27
	46
	33
	47
	0.84 (0.62, 1.13)

	Total
	139
	420
	128
	409
	0.92 (0.64, 1.30)

	Diarrhea
	
	
	
	
	

	Kotani, 2019
	5
	60
	8
	66
	0.69 (0.24, 1.99)

	Nie, 2023
	20
	54
	2
	6
	1.11 (0.34, 3.63)

	Prager, 2023
	51
	246
	46
	246
	1.11 (0.78, 1.58)

	Shibutani, 2020
	2
	36
	6
	26
	0.24 (0.05, 1.10)

	Nose, 2020
	2
	32
	2
	24
	0.75 (0.11, 4.95)

	Pfeiffer, 2020
	17
	46
	15
	47
	1.16 (0.66, 2.03)

	Total
	97
	474
	79
	415
	1.02 (0.78, 1.35)

	Febrile neutropenia
	
	
	
	
	

	Kotani, 2019
	2
	60
	5
	66
	0.44 (0.09, 2.18)

	Shibutani, 2020
	0
	36
	2
	26
	0.15 (0.01, 2.92)

	Pfeiffer, 2020
	3
	46
	1
	47
	3.07 (0.33, 28.40)

	Total
	5
	142
	8
	139
	0.65 (0.14, 3.07)

	Vomiting
	
	
	
	
	

	Kotani, 2019
	2
	60
	4
	66
	0.55 (0.10, 2.90)

	Prager, 2023
	46
	246
	36
	246
	1.28 (0.86, 1.90)

	Shibutani, 2020
	6
	36
	5
	26
	0.87 (0.30, 2.54)

	Pfeiffer, 2020
	16
	46
	13
	47
	1.26 (0.68, 2.31)

	Total
	70
	388
	58
	385
	1.19 (0.87, 1.63)

	Asthenia
	
	
	
	
	

	Nie, 2023
	12
	54
	1
	6
	1.33 (0.21, 8.54)

	Prager, 2023
	60
	246
	55
	246
	1.09 (0.79, 1.50)

	Total
	72
	300
	56
	252
	1.10 (0.80, 1.50)

	Abdominal pain
	
	
	
	
	

	Nie, 2023
	13
	54
	1
	6
	1.44 (0.23, 9.19)

	Prager, 2023
	29
	246
	27
	246
	1.07 (0.66, 1.76)

	Total
	42
	300
	28
	252
	1.10 (0.68, 1.76)


Abbreviation: RR, risk ratio; CI, confidence interval.



Supplementary Table 4. Grade≥3 Adverse Effects
	Author, year
	Combination group
	Monotherapy group
	RR (95% CI)

	
	Events
	Total
	Events
	Total
	

	Neutropenia
	
	
	
	
	

	Chida, 2021
	67
	139
	58
	153
	1..27 (0.97, 1.66)

	Kotani, 2019
	30
	60
	27
	66
	1.22 (0.83, 1.80)

	Nie, 2023
	25
	54
	2
	6
	1.39 (0.43, 4.46)

	Prager, 2023
	106
	246
	79
	246
	1.34 (1.06, 1.69)

	Shibutani, 2020
	14
	36
	7
	26
	1.44 (0.68, 3.07)

	Pfeiffer, 2020
	31
	46
	18
	47
	1.76 (1.16, 2.66)

	Fujii, 2020
	11
	21
	9
	36
	2.10 (1.04, 4.21)

	Nose, 2020
	17
	32
	5
	24
	2.55 (1.10, 5.94)

	Yoshida, 2023
	35
	109
	41
	162
	1.27 (0.87, 1.86)

	Total
	336
	743
	246
	766
	1.38 (1.21, 1.58)

	Leucopenia
	
	
	
	
	

	Chida, 2021
	53
	139
	50
	153
	1.17 (0.86, 1.59)

	Kotani, 2019
	23
	60
	19
	66
	1.33 (0.81, 2.19)

	Nie, 2023
	25
	54
	2
	6
	1.39 (0.43, 4.46)

	Yoshida, 2023
	25
	109
	43
	162
	0.86 (0.56, 1.33)

	Total
	126
	362
	114
	387
	1.11 (0.89, 1.39)

	Anemia
	
	
	
	
	

	Chida, 2021
	21
	139
	34
	153
	0.68 (0.42, 1.11)

	Kotani, 2019
	9
	60
	14
	66
	0.71 (0.33, 1.51)

	Nie, 2023
	8
	54
	1
	6
	0.89 (0.13, 5.94)

	Prager, 2023
	15
	246
	27
	246
	0.56 (0.30, 1.02)

	Shibutani, 2020
	4
	36
	7
	26
	0.41 (0.13, 1.27)

	Pfeiffer, 2020
	2
	46
	8
	47
	0.26 (0.06, 1.14)

	Yoshida, 2023
	14
	109
	14
	162
	1.49 (0.74, 2.99)

	Nose, 2020
	0
	32
	1
	24
	0.25 (0.01, 5.94)

	Total
	73
	722
	106
	730
	0.69 (0.50, 0.95)

	Thrombocytopenia
	
	
	
	
	

	Chida, 2021
	6
	139
	7
	153
	0.94 (0.32, 2.74)

	Kotani, 2019
	2
	60
	2
	66
	1.10 (0.16, 7.57)

	Prager, 2023
	7
	246
	3
	246
	2.33 (0.61, 8.92)

	Shibutani, 2020
	3
	36
	0
	26
	5.11 (0.28, 94.84)

	Pfeiffer, 2020
	1
	46
	0
	47
	2.27 (0.10, 53.47)

	Yoshida, 2023
	6
	109
	10
	162
	3.06 (0.13, 73.33)

	Nose, 2020
	1
	32
	0
	24
	0.89 (0.33, 2.38)

	Total
	26
	668
	22
	724
	1.26 (0.71, 2.24)

	Proteinuria
	
	
	
	
	

	Chida, 2021
	11
	139
	1
	153
	12.11 (1.58, 92.58)

	Kotani, 2019
	4
	60
	1
	66
	4.40 (0.51, 38.28)

	Nie, 2023
	2
	54
	0
	6
	0.64 (0.03, 11.95)

	Yoshida, 2023
	1
	109
	1
	162
	1.49 (0.09, 23.51)

	Total
	18
	362
	3
	387
	3.65 (1.07, 12.38)

	Hypertension
	
	
	
	
	

	Chida, 2021
	4
	139
	0
	153
	9.90 (0.54, 182.24)

	Kotani, 2019
	4
	60
	0
	66
	9.89 (0.54, 179.85)

	Nie, 2023
	1
	54
	0
	6
	0.38 (0.02, 8.50)

	Prager, 2023
	14
	246
	3
	246
	4.67 (1.36, 16.04)

	Yoshida, 2023
	8
	109
	0
	162
	25.19 (1.47, 431.98)

	Total
	31
	608
	3
	633
	5.29 (1.89, 14.77)

	Fatigue
	
	
	
	
	

	Prager, 2023
	3
	246
	9
	246
	0.33 (0.09, 1.22)

	Shibutani, 2020
	1
	36
	3
	26
	0.24 (0.03, 2.19)

	Nose, 2020
	2
	32
	2
	24
	0.75 (0.11, 4.95)

	Yoshida, 2023
	0
	109
	2
	162
	0.30 (0.01, 6.11)

	Pfeiffer, 2020
	3
	46
	5
	47
	0.61 (0.16, 2.42)

	Total
	9
	469
	21
	505
	0.44 (0.20, 0.94)

	Decreased appetite
	
	
	
	
	

	Prager, 2023
	2
	246
	3
	246
	0.67 (0.11, 3.95)

	Nose, 2020
	0
	32
	3
	24
	0.11 (0.01, 2.00)

	Yoshida, 2023
	6
	109
	13
	162
	0.69 (0.27, 1.75)

	Total
	8
	387
	19
	432
	0.59 (0.27, 1.32)

	Nausea
	
	
	
	
	

	Chida, 2021
	1
	139
	0
	153
	3.30 (0.14, 80.35)

	Prager, 2023
	4
	246
	4
	246
	1.00 (0.25, 3.95)

	Shibutani, 2020
	0
	36
	2
	26
	0.15 (0.01, 2.92)

	Pfeiffer, 2020
	1
	46
	3
	47
	0.34 (0.04, 3.16)

	Total
	6
	467
	9
	472
	0.72 (0.26, 2.01)

	Diarrhea
	
	
	
	
	

	Chida, 2021
	0
	139
	1
	153
	0.37 (0.02, 8.93)

	Nie, 2023
	2
	54
	0
	6
	0.64 (0.03, 11.95)

	Prager, 2023
	2
	246
	6
	246
	0.33 (0.07, 1.64)

	Shibutani, 2020
	0
	36
	2
	26
	0.15 (0.01, 2.92)

	Nose, 2020
	0
	32
	2
	24
	0.15 (0.01, 3.02)

	Yoshida, 2023
	6
	109
	1
	162
	8.92 (1.09, 73.04)

	Pfeiffer, 2020
	4
	46
	0
	47
	9.19 (0.51, 166.04)

	Total
	14
	662
	12
	664
	0.81 (0.21, 3.14)

	Febrile neutropenia
	
	
	
	
	

	Chida, 2021
	3
	139
	8
	153
	0.41 (0.11, 1.53)

	Kotani, 2019
	2
	60
	5
	66
	0.44 (0.09, 2.18)

	Shibutani, 2020
	0
	36
	2
	26
	0.15 (0.01. 2.92)

	Yoshida, 2023
	1
	109
	6
	162
	0.25 (0.03.2.03)

	Pfeiffer, 2020
	3
	46
	1
	47
	3.07 (0.33. 28.40)

	Total
	9
	390
	22
	454
	0.47 (0.21, 1.06)

	Vomiting
	
	
	
	
	

	Prager, 2023
	2
	246
	4
	246
	0.50 (0.09, 2.70)

	Pfeiffer, 2020
	2
	46
	1
	47
	2.04 (0.19, 21.77)

	Total
	4
	292
	5
	293
	0.80 (0.20, 3.18)

	Anorexia
	
	
	
	
	

	Chida, 2021
	0
	139
	1
	153
	0.37 (0.02, 8.93)

	Kotani, 2019
	0
	60
	1
	66
	0.37 (0.02, 8.82)

	Total
	0
	199
	2
	219
	0.37 (0.04, 3.49)


Abbreviation: RR, risk ratio; CI, confidence interval.




Supplementary Table 5. Newcastle-Ottawa Scale of Included Observational Studies.
	Author, year
	Selection
	Comparability
	Exposure
	NOS

	
	Representativeness of the exposed cohort
	Selection of the nonexposed cohort
	Ascertainment of exposure
	Demonstration that the outcome of interest was not present at the start of the study
	Comparability of cohorts on the basis of the design or analysis
	Assessment of outcome
	Was follow-up long enough for outcomes to occur
	Adequacy of the follow-up of cohorts
	

	Chida, 2021
	0
	1
	1
	0
	1
	1
	1
	1
	6

	Fujii, 2020
	0
	1
	1
	0
	1
	1
	1
	1
	6

	Kotani, 2019
	0
	1
	1
	0
	1
	1
	0
	1
	5

	[bookmark: _Hlk206075166]Nie, 2023
	1
	1
	1
	0
	2
	1
	0
	1
	7

	Nose, 2020
	1
	1
	1
	0
	2
	1
	0
	1
	7

	Shibutani, 2020
	0
	1
	1
	0
	2
	1
	0
	1
	6

	Yoshida, 2023
	1
	1
	1
	0
	1
	1
	0
	1
	6





Supplementary Table 6. GRADE Assessment of Evidence
	Quality assessment
	No of patients
	Effect
	Quality
	Importance

	
	
	
	
	
	

	No of studies
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	TAS+Beva
	TAS monotherapy
	Relative
(95% CI)
	
	
	

	Overall survival
	

	9
	2 RCTs
7 ROS
	serious1
	serious2
	no serious indirectness
	no serious imprecision
	strong association
	544 
	572
	HR:0.52 (0.39-0.70)
	ÅOOO
VERY LOW
	CRITICAL
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Progress-free survival
	

	5
	2 RCTs
3 ROS
	serious1
	no serious inconsistency
	no serious indirectness
	no serious imprecision
	very strong association3
	523 
	536
	HR:0.49 (0.39-0.62)
	ÅÅÅO
MODERATE
	CRITICAL
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Objective response rate
	

	8
	2 RCTs
6 ROS
	serious1
	no serious inconsistency
	no serious indirectness
	no serious imprecision
	very strong association4
	690
	706
	RR:3.25 (1.67-6.32)
	ÅÅÅO
MODERATE
	CRITICAL
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Disease-control rate
	

	7
	1 RCT
6 ROS
	serious1
	no serious inconsistency
	no serious indirectness
	no serious imprecision
	strong association
	465
	496
	RR:1.58 (1.26-1.97)
	ÅÅOO
LOW
	CRITICAL
	

	
	
	
	
	
	
	
	
	
	
	
	
	


1 2 RCTs did not use double blind method.
2 I-squared=65.4%, p=0.013
3 Estimate size < 0.5 (HR=0.49, 95% CI=0.39-0.62)
4 Estimate size > 2.0 (RR=3.25, 95% CI=1.67-6.32)


Supplementary Table 7. Summary of Findings 
	TAS plus bevacizumab compared to TAS monotherapy for mCRC patients

	Patient or population: patients with mCRC
Intervention: TAS plus bevacizumab
Comparison: TAS monotherapy

	Outcomes
	Relative effect
(95% CI)
	No of Participants
(studies)
	Quality of the evidence
(GRADE)
	Comments

	
	
	
	
	

	Overall survival
	HR 0.52 (95% CI 0.39 - 0.70)
	1,116
(9 studies)
	Very low
	Risk of bias: 2 RCTs did not use double-blind method and 7 studies were observational design [DG]
Inconsistency: I-squared = 65.4% [DG]
Indirectness: no
Imprecision: no
Other considerations: no

	Progress-free survival
	HR 0.49 (95% CI 0.39 - 0.62)
	1,059
(5 studies)
	Moderate
	Risk of bias: 2 RCTs did not use double-blind method and 3 studies were observational design [DG]
Inconsistency: I-squared = 57.2%
Indirectness: no
Imprecision: no
Other considerations: Estimate size < 0.5 (UG)

	Objective response rate
	RR 3.25 (95% CI 1.67 - 6.32)
	1,396
(8 studies)
	Moderate
	Risk of bias: 2 RCTs did not use double-blind method and 6 studies were observational design [DG]
Inconsistency: I-squared = 0.0%
Indirectness: no
Imprecision: no
Other considerations: Estimate size > 2.0 (UG)

	Disease-control rate
	RR 1.58 (95% CI 1.26 - 1.97)
	961
(7 studies)
	Low
	Risk of bias: 2 RCTs did not use double-blind method and 6 studies were observational design [DG]
Inconsistency: I-squared = 53.2%
Indirectness: no
Imprecision: no
Other considerations: no

	CI: Confidence interval; RR: Risk ratio; HR: hazard ratio; GRADE: Grading of Recommendations Assessment, Development and Evaluation; DG: down-graded; UG: up-graded; RCT: randomized controlled trials.

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect. 
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

	
	
	
	
	
	
	





Supplementary Table 8. Comparison between Previously Published Meta-analyses
	Comparative item
	Chen, 2021
	Gao, 2021
	Moraes, 2024
	Current study

	No. of included studies
	3
(Fujii 2020, Kotani 2019, Pfeiffer 2020)

	4
(Kotani 2019, Fujii 2020, Shibutani 2020, Pfeiffer 2020)
	7
(Pfeiffer 2020, Chida 2021, Prager 2023, Kotani 2019, Fujii 2019, Shibutani 2020, Nie 2023)
	9
(Pfeiffer 2020, Chida 2021, Prager 2023, Kotani 2019, Fujii 2019, Shibutani 2020, Nie 2023, Nose 2020, Yoshida 2023)

	No. of patients (T+B/T)
	276 (127/149)
	338 (163/175)
	1,182 (602/580)
	1,509 (743/766)

	Search strategies
	Database
	PubMed, Web of Science, Cochrane Library
	PubMed, Embase, Cochrane Library
	PubMed, Scopus, Cochrane, Web of Science
	PubMed, Embase, Cochrane Library, Wanfang

	
	Search time
	March 25, 2021
	July 2020
	2024
	4 August 2024

	
	Search item
	"colorectal cancer" + "TAS-102" + "bevacizumab" + "metastasis/clinical"
	(trifluridine tipiracil OR trifluridine-tipiracil OR TAS-102 OR Lonsurf) AND (Bevacizumab OR Mvasi) AND metastatic colorectal cancer
	MeSH: Colorectal Neoplasms + Trifluridine + Tipiracil + Bevacizumab
Free words: "colorectal cancer" + "TAS-102" + "bevacizumab" + "metastasis/clinical"  
	MeSH and free-text terms for TAS-102, bevacizumab, and mCRC (detailed in Supplementary Table 1)

	Inclusion criteria
	P
	mCRC patients after standard treatment failure
	adult patients (≥18yr) with histologically confirmed mCRC who had failed ≥2 prior chemotherapy regimens.
	Chemo-refractory mCRC
	Patients with histopathologically confirmed mCRC

	
	I
	TAS-102+bevacizumab
	TAS-102+bevacizumab
	TAS-102+bevacizumab
	TAS-102+bevacizumab

	
	C
	TAS-102
	TAS-102
	TAS-102
	TAS-102

	
	O
	OS, PFS, DCR
	DCR, PFS, OS
	OS, PFS, ORR, DCR
	OS, PFS, ORR, DCR

	
	S
	RCTs or comparative studies
	RCTs or retrospective studies
	RCTs or cohorts
	RCTs or retrospective studies

	Primary endpoints
	OS
	HR=1.25, 95% CI: 1.05-1.49 (T vs T+B)
	HR=0.58, 95% CI: 0.43-0.79 (T+B vs T)
	HR=0.61, 95% CI: 0.52-0.70 (T+B vs T)
	HR=0.52, 95% CI: 0.39-0.70 (T+B vs T)

	
	PFS
	HR=1.25, 95% CI: 1.01-1.54 (T vs T+B)
	HR=0.59, 95% CI: 0.44-0.78 (T+B vs T)
	HR=0.52, 95% CI: 0.42-0.63 (T+B vs T)
	HR=0.49, 95% CI: 0.39-0.62 (T+B vs T)

	
	ORR
	NR
	NR
	RR=3.14, 95% CI: 1.51-6.51 (T+B vs T)
	RR=3.28, 95% CI: 1.67-6.32 (T+B vs T)

	
	DCR
	OR=2.62, 95% CI: 0.98-7.02 (T vs T+B)
	RR=1.71, 95% CI: 1.11-2.61 (T+B vs T)
	RR=1.66, 95% CI: 1.28-2.16 (T+B vs T)
	RR=1.58, 95% CI: 1.26-1.97 (T+B vs T)

	Subgroup analysis
	NR
	NR
	NR
	Stratified by study design, age, gender, ECOG PS, primary tumor site, RAS status, number of metastatic sites, surgery, and bevacizumab history.

	Main conclusions
	TAS-102+bevcizumab improved OS and PFS without increasing serious AEs, but increased thrombocytopenia.
	Compared with TAS-102 alone, TAS-102 plus bevacizumab significantly improves DCR, PFS, and OS in refractory mCRC. However, combination therapy increases the incidence of any-grade neutropenia, thrombocytopenia, hypertension, proteinuria, and grade ≥3 neutropenia and anemia.
	TAS-102+bevacizumab significantly improved PFS, OS, ORR, DCR; increased neutropenia, reduced anemia.

	TAS-102 plus bevacizumab showed superior efficacy and acceptable safety over monotherapy, particularly in RAS-mutant patients, prior bevacizumab use, multiple metastases, and poorer performance status. The main concerns were the higher incidence of neutropenia and thrombocytopenia. 


Abbreviation: T, TAS-102; B, bevacizumab; P, population; I, intervention; C, comparison; O, outcome; S, study design; OS, overall survival; PFS, progress-free survival; ORR, objective response rate; DCR, disease control rate; NR, not report; mCRC, metastatic colorectal cancer; RCT, randomized controlled trial; HR, hazard ratio; CI, confidence interval; RR, risk ratio; AE, adverse effect.



Supplementary Figure 1. Subgroup Analysis of Overall Survival
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Supplementary Figure 2. Subgroup Analysis of Progress-Free Survival
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Supplementary Figure 3. Forest Plot for Adverse Effects (All Grades)
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Supplementary Figure 4. Forest Plot for Adverse Effects (Grade≥3)
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Supplementary Figure 5. Funnel Plot
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Supplementary Figure 6. Begger’s test
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Supplementary Figure.7 Egger’s test
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Supplementary Figure.8 Sensitivity Analysis
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Supplementary Figure.9 Risk of bias of 2 Randomized Controlled Trials
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